showed that nociceptors of the conjunctival sac of rats or guinea pigs and those of the nasal mucosa of guinea pigs are also nicotinic. However, no information is available as to whether the nociceptors in deep structures beneath the skin or mucosa are nicotinic.
On the other hand, it has been demonstrated that in conscious or lightly anesthetized dogs injection of acetylcholine into the femoral artery causes the nociceptive response consisting of vocalization, withdrawal or shaking of the hindlimb of the injected side (target limb), biting and struggling (GUZMAN at al., 1962 (GUZMAN at al., , 1964 HIRATA at al., 1966; TAIRA at al., 1968a) . By this method of application acetylcholine presumably excites not only the nociceptors of the skin but those of deep structures in the hindlimb (GUZMAN at al., 1962 (GUZMAN at al., , 1964 . In an attempt to elucidate whether the somatic nociceptors of deep structures in the hindlimb are nicotinic like those of the skin, we compared the algogenic potency of acetylcholine and nicotinic compounds with that of muscarinic ones by injecting them into the femoral artery of dogs. We also studied the effects of nicotinic and muscarinic receptor blocking agents on the acetylcholine-induced nociceptive response. Vocalization was chosen as a principal measure of nociception, because it was shown that in dogs vocalization in response to noxious stimuli is the most reliable indication of nociception (GUZMAN et al., 1962 (GUZMAN et al., , 1964 TAIRA at al., 1968a) . A part of the results of the present experiments was published as a short report (TAIRA et al., 1968b) acetylcholine-induced nociceptive response in three, partial block in one and no block at all in one.
When given into the femoral artery, histamine was similar to acetylcholine in algogenic action (TABLES 1 and 2, FIG. 4) . In all six dogs, bradykinin administered into the femoral artery was about 1000 times more potent than acetylcholine and histamine in producing the vocalization response (TABLE 1) The nociceptive responses to acetylcholine were blocked by prior (1 to 2 min) administration of hexamethonium, tetraethylammonium, or DMPP in doses equal to those of acetylcholine, but not by comparable doses of l-hyoscyamine. The nociceptive responses to equi-effective doses of histamine or bradykinin were not affected either by any of these blockers.
These results indicate that the afferent neuroreceptors which give rise to the nociceptive responses to acetylcholine administered into the femoral artery are nicotinic in nature.
